

5. (Amended) The polynucleotide according to claim 2, wherein the inducible 
promoter is a location-specific promoter. 

6. (Amended) The polynucleotide according to claim 2, wherein the inducible 
^--yQ- promoter is a time-specific pro^ioteP 

y 7. (Twice Amended) A polynucleotide complementary to the polynucleotide 

according to Claim 2. 

8. (Twice Amended) A^ion-human animal into which the gene encoding the 
polynucleotide accordWto Claim 2 is introduced, wherein an active Cre recombinase is 
expressed in the animal. 

9. (Tw^e Amended) An organ into which the gene encoding the polynucleotide 
according'*) Claim 2 is introduced, wherein an active Cre recombinase is expressed in the 
orga 

10. (Twice Amended) A tissue into which the gjjrfe encoding the polynucleotide 
*~^> ^ according to Claim 2 is introduced, wherein an acjjfe Cre recombinase is expressed in the 

tissue. 

11. (Twice Amended) A cell into which the gene encoding the polynucleotide 
according to Claim 2 is introduced, wherein an active Cre recombinase is expressed in the 
cell. 

12. (Twice Amended) A method of knocking-^ a desired gene in a location 
controlled and/or time-controlled manner; comprising the steps of: 

(1) introducing a first gene constructed a second construct into cells, tissues, organs 
or whole bodies, 

wherein the first gene comprises a polynucleotide according to Claim 2; and the 
second gene construct comprise/a first loxP sequence, a second loxP sequence located 
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downstream of the first loxP sequence, a second promoter sequence ibcated upstream of the 
first loxP sequence, and the desired gene located downstream of me second loxP sequence, 

(2) expressing a Cre recombinase gene by the inducible promoter in a location- 
controlled and/or time-controlled manner, and 

(3) placing the desired gene under control of th/ promoter sequence in the second 
gene construct by site specific recombination on the'second gene construct by Cre 
recombinase expressed in step (2), thereby knocpng-in the desired gene in a location- 
controlled manner and/or time-controlled maimer. 

13. (Twice Amended) A method of4nocking-out a desired gene in a location 
controlled and/or time- specific manner/comprising the steps of: 

(1) introducing a first gene construct and a second gene construct into cells tissues 
organs or whole bodies, 

wherein the first gene construct comprises a polynucleotide according to Claim 2; and 
the second gene construct comprises a first loxP sequence, a second loxP sequence located 
downstream of the first loxP sequence, a promoter sequence located upstream or downstream 
of the first loxP sequence, and the desired gene located downstream of the promoter and the 
first loxP sequence, 

(2) expressing a Cre recombinase gene by the inducible promoter in a location- 
controlled manner, and 

(3) inserting a part or whole of the desired gene from the second gene construct by 
site specific recombination with the second gene construct mediated by Cre recombinase 
expressed in step (2), thereby knocking-out at least a part or whole of the desired gene, in a 
location/controlled and/or time-controlled manner. 
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14. (Amended) The method of claim 12, wherein the desired gene is selected from the 

8IO,,P C ° nSiSting ° f 3 X6n0graft carcinogenic antigen, and anti antibody-production- 

__CA^ associated-molecule antibody. 

18. (Amended) An organ from the transgenic animal according to claim 16. 

19. (Amended) A tissue from the transgenic animal according to claim 16. 

20. (Amended) A cell from the transgenic animal according to claim 16. 

21 . (Amended) A method for treating a disease caused by malfunction of an organ, 
comprising a step of transplanting ^^^^^^ r 



^ ^ 23. (Amended) A method for treating a disease caused by malfunction of a tissue, 

y comprising a step of transplanting the tissue according to Claim 19 into an organism. 

24. (Amended) A method for treating a disease caused by malfunction of a cell, 

^™^f!^^ 

. Please add the following claims: 



25. (New) The polynucleotide of claim/ wherein the modified CrTrecombinase gene 
comprises SEQ ID NO: 1 . 

26. (New) The polynucleotide ofl m 25, further comprising at least one of a marker 
gene, a nucleic acid encoding a nuclea/ransport signal, and a Kozak sequence. 

27. (New) The polynucleoti/ of claim 25, wherein the inducible promoter is a 

location-specific promoter. / > ^ 

28. (New) The polynu/eotide according to claim 25, wherein the inducible promoter 

is a time-specific promoter/ 

29. (New) A pohCcleotide complementary to the polynucleotide according to Claim 

25. 



4 



30. (New) A non-human animal into which the gene encooWthe polynucleotide 
according to Claim 25 is introduced, wherein an active Crc rec^ase is expressed in the 



animal. 



31. (New) An organ into which the gene encodj^ the polynucleotide according to 
Claim 25 is introduced, wherein an active Cre recombinase is expressed in the organ. 

32. (New) A tissue into which the gene^ncoding the polynucleotide according to 
Claim 25 is introduced, wherein an active/re recombinase is expressed in the tissue. 

33. (New) A cell into which th/gene encoding the polynucleotide according to Claim 
25 is introduced, wherein an active recombinase is expressed in the cell. 

34. (New) A method of/ocking-in a desired gene in a location controlled and/or 
time-controlled manner; com/ising the steps of: 

(1) introducing a fir/gene construct and a second construct into cells, tissues, organs 
or whole bodies, / ^ 

wherein the firsfcgene comprises a polynucleotide according to Claim 25; and the 
second gene construct/omprises a first loxP sequence, a second loxP sequence located 
downstream of the fi/st loxP sequence, a second promoter sequence located upstream of the 
first loxP sequence/and the desired gene located downstream of the second loxP sequence, 

(2) expressing a Cre recombinase gene by the inducible promoter in a location- 
controlled and/or time-controlled manner, and 

(3) pla/mg the desired gene under control of the promoter sequence in the second 
gene constru/t by site specific recombination on the second gene construct by Cre 
recombina^ expressed in step (2), thereby knocking-in the desired gene in a location- 
controlled manner and/or time-controlled manner. 

j. (New) A method of knocking-out a desired gene in a location controlled and/or 
time- specific manner; comprising the steps of: 




(0 introducing a fa, gene Md a second / ^ ^ ^ 

organs or whole bodies, / 

wherein ,he firs, gene consume, comprises a polynucleotide according t „ Claim 25- 
and fa second gene construe, comprises a fa, ,oxP seance, a second loxP science 
.ocated downstream of fa fa, ,oxP sequence, a pr^er se q „ence ,oca,ed upstream or 
downstream of me fa, loxP seuuence, and the <(4ed gene iocated downstream of fa 
promoter and the first loxP sequence, / 

(2) expressing a Cre recombinase/e by fa inducible promos h . locatjo „. 

controlled manner, and / 

/ & 

(3) msening a par, or who/of desired gene from me second gene construe, by 
- specific recombina.ion wittfa second gene construe, media,ed b y Cre recombinase 
expressed in s,ep (2), farebX.clcing-ou, a, ieas, a par, or whoie of ,he desired gene in a 
locafon-comrolled and/or/me-contolled manner 



SUPPORT Fr.p THF. tMMra^rp, 

for , he amendmen, ,o Cairn 2 is found in Claim Suppor, for ,he amendmen, ,„ Cairns 8 - 

1 1 is found, for example, on page 4 lines n k Wn 

P ge 4, imes 11-15. No new matter is believed to have been 

added by these amendments. 
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